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Dear Editor,

We thank Uemura et al.1 for their letter suggesting inter-

preting the HTRA1 A20V variant as non-pathogenic.

It is true that the HTRA1 A20V variant had a higher

frequency of carriers compared with the other pathogenic

HTRA1 variants identified in our study. However, it must

be noted that all carriers with HTRA1 A20V variants in

our study had clinical phenotypes that were consistent

with HTRA1-related cerebral small vessel disease. More-

over, carriers with both homozygous and heterozygous

HTRA1 A20V variants were affected, and family members

without this variant were not affected.2

Many of the pathogenic HTRA1 variants reported to

date are positioned within domains known to affect enzy-

matic function. The p.A20V (c.59C>T) variant is posi-

tioned within HTRA1’s N-terminal domain, the function

(s) of which remain largely unknown.3 It does bear men-

tion that a study reported autolysis of the N-terminal

domain does not affect protease activity.4 Functional

investigations into the pathophysiological impacts of the

p.A20V (c.59C>T) variant will be necessary to better

understand its role in the development of cerebral small

vessel disease.
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